W
e read with interest the recent article by Fitzmaurice et al. 1 The primary outcome they reported was the point prevalence of patients achieving individual therapeutic international normalized ratio (INR) targets. Although the authors state that this method is routinely used in England, there is no clear consensus. In an attempt to standardize the evaluation of anticoagulant control, the INR was introduced, and diseasespecific INR target ranges were recommended.
In recent years, a variety of methods have been used to evaluate therapeutic control of the INR in England and elsewhere. Some of the most widely used methods include the following: (1) the proportion of INRs within target ranges 2 ; (2) the proportion of time spent within the individual target ranges There have been no recommendations for evaluating and reporting the use of the INR measurement of anticoagulant control either on the basis of routine clinical practice or in reports of clinical trials. This remains problematic because it prohibits the meta-analytic pooling of data and comparison of the effects of different interventions. Of particular importance is the need to apply each method of determining adequacy of control to clinically relevant outcomes such as bleeding or thromboembolic events and thus provide a means of comparing each of the methods for their sensitivity and specificity. Given the lack of consensus on evaluating INR control, it is encouraging that Fitzmaurice et al 1 1 using a bicycle ergometer, found that the maximal workload and oxygen uptake attained by their patients with chronic fatigue syndrome (CFS) were almost half those achieved by the control subjects. The observation that the resting heart rate was higher in patients with CFS, as in other studies, led De Becker et al 1 to suggest that "alteration in cardiac function is a primary factor associated with the reduction in exercise capacity in CFS." As someone whose reported 2 recovery from CFS was characterized by a dramatic normalization of physical functionality, thanks to the glucocorticoid 2 and mineralocorticoid 3 properties of licorice, an old remedy for Addison disease, 2 I believe that adrenal insufficiency, rather than alteration in cardiac function, may primarily account for the reduction in exercise capacity in CFS.
The functions of glucocorticoid and mineralocorticoid hormones are so important that an insufficient production of those adrenal hormones has to result in impaired physical capacities. In fact, the observations made by De Becker et al 1 in patients with CFS are virtually identical to those reported by Zelinskii et al, 4 who, using a bicycle ergometer, just as De Becker and colleagues did, found that the working capacity, total volume of work done, and maximum oxygen consumption were lowered in patients with chronic corticoadrenal insufficiency.
Clinically, leaving aside my personal case, 2,3 the view that the reduction in exercise capacity in CFS is primarily due to adrenal insufficiency lies in the astounding overlap of CFS with Addison disease. 5 In fact, CFS shares 39 features with primary adrenal insufficiency, 6 including all the physical and neuropsychological symptoms listed in both the original and the revised criteria for CFS, 6 as well as many other abnormalities. 6 Specifically, to shed light on the findings of De Becker et al, 1 it is important to point out that CFS and Addison disease share not only persistent fatigue and debilitation after exercise, 6 but also reduction in cardiac dimensions and increased heart rate at rest, 6 which obviously are secondary to the adrenal abnormalities found in either condition, such as hypocortisolism, impaired adrenal cortical function, reduced adrenal gland size, and antibodies against the adrenal gland. 6 Notably, another symptom has lately been found in both CFS and Addison disease, this 40th shared feature being an increased sensitivity to chemical exposures. 7 Most recently, it has been reported that patients with CFS have nocturnal awakenings more often than controls do. 8 De- crease in sleep continuity, however, has also been observed in patients with Addison disease whose hydrocortisone replacement was withheld, 9 which clearly suggests that the sleep fragmentation found in patients with CFS 8 is a mere consequence of their cortisol insufficiency, 6 just as in the case of hydrocortisone-deprived patients with Addison disease. 9 The 40 features shared by CFS and Addison disease 6, 7 (there are 41 if we include the reduction in exercise capacity 1, 4 ) and the fact that untreated subjects with Addison disease 9 may develop the same abnormalities observed in patients with CFS 8 should reasonably originate investigations aimed at determining whether the administration of both hydrocortisone and fludrocortisone acetate, the 2 classic steroids for Addison disease, could be of substantial benefit to patients with CFS as well, as I first suggested in 1996. 10 However, rather surprisingly, despite the separate efficacy of hydrocortisone and fludrocortisone therapy for patients with CFS, 6 the effects of the combined administration of these steroids on CFS symptoms have yet to be explored.
One might object that Rowe et al 11 have lately found fludrocortisone to be ineffective for treating CFS. Unfortunately, Rowe and colleagues, by extemporaneously converting the commercial tablets of the drug to capsules, 12 have undermined the reliability of their study, as have others. 13 Riccardo Baschetti, MD Padua, Italy
